Francisco, CA cognition and variants at this locus, pointing to a single causal haplotype (Table S1 ). Around the same time, a GWAS of 9,747 Caucasian BD patients and 14,278 controls proxy variant rs1487441 (r 2 = 0.98 with rs12202969) 9 . We observed that the two BD GWAS 1 0 7
lead SNPs (rs12202969 and rs1487441) were in high LD with the lead SNPs in the GWAS's of 1 0 8
educational attainment and cognition (rs9320913, rs1906252, and rs104757441) (pairwise r 2 = 1 0 9
0.92-0.99), suggesting a shared genetic basis for intelligence and BD (Table S1 ). Intriguingly,
the variants associated with higher intelligence were associated with increased BD risk, The candidate causal variant rs77910749 is a human-specific non-coding variant To identify candidate causal variants, we surveyed the epigenomic landscape of the 0.5 1 1 7
Mb region (Chr6:98,300,000-98,800,000 Mb in hg19) identified by the GWAS's ( which are open chromatin regions that demarcate putative CREs 31 . We then focused on the ~60 RNA-seq data are available at Gene Expression Omnibus (GEO), accession GSE117877. DHSs (LC0 to LC5, pink box). Lead SNPs (red font): rs9320913 for educational attainment 11, 24 , 4 1 6 rs1906252 for cognitive performance 12 , rs10457441 for cognitive performance 13 , rs12202969 for (as defined by r 2 > 0.2). Note the five lead SNPs (red font) and four variants that fall within LC1- 'local cluster' in the mouse genome (mm9). Mouse LC1 overlaps with E14.5 brain and P1 retina highlighted 'T'). The reference sequence is conserved between mouse and human, and the minus 4 2 9 strand is shown. Motifs were scored using SELEX-derived position weight matrices (PWMs) for fluorophores). Black dotted horizontal line: null hypothesis that rs77910749 has no effect on 4 4 2 affinity. P < 0.05 for PD and PD-HD (95% confidence interval). Mice were generated that carried a reporter construct for wild-type human LC1 (951 bp fragment) represents an independent integration event. Whole mount images of lateral and frontal views; shown by the black vertical line. Twenty barcoded constructs were generated for each of REF, shows library GFP expression. The co-electroporated control construct, pCAG-DsRed, marks collected from the same embryos). Non-significant, n.s. Adult mice homozygous for the rs77910749 knock-in allele and wild-type (WT) siblings (age- and sex-matched) underwent acoustic startle testing with prepulse inhibition (PPI) assays. The knock-in (KI) animals showed defective prepulse inhibition that was statistically significant for for Genome Sciences and Systems Biology (Jessica Hoisington-Lopez), Micro-injection Core (J. NIH grant 5T32EY013360 to SQS, 5T32EY013360 to AH, and EY024958, EY025196, and Research Center. The authors do not have any conflicts of interest to disclose. the manuscript.
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